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Assistant Commissioner For Patents 
Washington. D.C. 20231 

SUPPLEMENTAL DECLARATION UMDER 37 CFR 1.131 

Dear Sir 

1. This Supplemental Declaration is submitted to supplement the Declaration Under 37 CFR 1.131 
mailed on 25 August 2000 in response to the 30 March 2000 Office Action in the parent application. United 
States Serial No. 09/449.124 (herein "Declaration"). During the prosecution of the above^eferenced 
application. I became aware of the fact that the Declaration contained an inadvertent typographical error ,n 
the page number listed for the Furey Abstract. This Inadvertent error is corrected In Paragraph 2 herein. 

2. This Supplemental Declaration is submitted to establish completion and reduction to practice of 
the invention in the above-identified application in the United States at a date prior to 24 August 1999. It Is 
my information and belief thai the Information Center of McNeil Consumer & Specialty Pharmaceuticals 
Division of McNeil-PPC. Inc.. the assignee of record to the entire right, title, and interest in the above- 
identified application (hereinafter "Assignee"), received a copy of the abstract entitled -Efficacy and Safety of 
Ibuprofen (I) Llqulgels in Migraine Headache: A Randomized. Double-B.ind Placebc-Corrtrolled Study" by 
Furey et al.. as published in Volume 39(9) of the Journal of Clinical Pharmacology on page 978 (Sept 1 999) 
(hereinafter "Furey AbstracT). on or about 24 August 1999. It is further my Information and belief that the 
volume of the Journal of Clinical Pharmacology was mailed to its subscribers on or about 20 August 1999. A 
copy of the Furey Abstract is attached hereto as Exhibit A. The Furey Abstract was cited in the Office Actron 
mailed on 27 February 2002 in the above-referenced application. 
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3.1, Joseph R. Codispoti, MD, am the sole inventor on the invention described and claimed in the 
above-identified application. 

4. As of approximately August 2001 until the present I am employed by Sanofi-Synthelabo 
Research and Development located at 9 Great Valley Parkway, Malvern. PA 19355. Previous to that date, 
and at and before the completion of the invention. I was in the employ of the Assignee, 

5. I understand that the claims of the present invention have been rejected In view of the Furey 
Abstract 

6. Appended hereto as Exhibit B is a true copy of the Clinical Study Report entitled "A Single Dose. 
Randomized, Double-Blind, Placebo-Controlled Study Evaluating the Safety and Efficacy of Ibuprofen 200 
mg and 400 mg for the Treatment of Migraine Headache Pain (hereinafter "Report"), which was peffonned at 
my request and which memorializes the conception and reduction to practice of the claimed invention. 

7. On page 12 of the Report, it can be seen that the invention of this application. Le. a method for 
mitigation or treating photophobia and phonophobta associated with migraines by providing an effective 
amount of ibuprofen as the sole anti-migraine agent, was made prior to August, 1999, which is earlier than 
the 35 USC §1 02(f) date of the Furey Abstract 

8. All dates that have been redacted In the Exhibit are before August 1 999. 

8. I. Joseph R. Codispoti, further declare that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed to be true; and further declare that 
the statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or Imprisonment, or both, under 35 USC §1001, Title 18 of the United States Code, and 
that sudrwillful false staterfiente may jeopardize the validity of the application or patent issuing thereon. 




Jodispoti, MD 
Cflfantrv of Citizenship: USA j 
Address: ^iV^t^^ ^ $fy £» 
Date: jz**^ 

Att. 

Appendix A: Furey Abstract 
Appendix B: Clinical Study Report 
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PHARMACOKINETICS OF FMD 1 1Z UA AFTER 
ESCALATING SINGLE ORAL DOSES OF CjAXTCFI&AW. A 
N£V/ GtVCOPKOTON UE/iUA ftECETTOBL AT>fTAOONIST. 

NttcKmi SchuUc*, a&d Aft&ou CaHt^c orPbsmocy. 

Univtolty of South Carolina, Columbia, SC: und Clinlenl 

loulia in llic 4i:lIto tudaboliie £MD 132 33a « puirol, revcniMc. 
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pSaimjacnl^om'tHt' HMD i 32 339 wore cva1qb!c4 in 2cQUttUfll 
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were monirarcd 0>r>4£ houa p«ud«E aslna a vtttfJted HPLC 
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1. SYNOPSIS 


Name of Sponsor/Company 
McNeil Consumer Healthcare 

Nam® of Finished ProdueU 
Motrin Migraine 
(Ibuprolen Tablet 200 mg) 

Name at Active Ingredient:- 
Ibuprofen 


Individual Study Tablet 
Referring to Part e? tho 
Dossier 

'f 

Volume: 


(For National 
Authority Use 
Only) 


Title of study: A Single-Dose. Randomized. Douwe-BHnd. Pteccbo^nwiteti I Study Equating «ho SotoJy 
and Efficacy of Ibuprolen 200 mg and 400 mg for ihe Treatment of Migraln* Headache Pa»n. 

Investigators:-** 16 investigators are listed in Section*. Investigators and Sludy Aclmlntaativo Struenaia 

Study Centers: The 18 Investigate zMs ore listed In Section*, Investigators and SWbf AditiinlaOTtiw | 
Structure 

PfaastB off developmomS: 111 . 



Ob/etfiVea: The purpose of this surd* to evaluate in* eNteacy and salary ot Ibuprofen 2OT 
Ibuprofen 400 mg for mo rreatntBin ol pain associated with migraine- haadaena. . 

Methodology. This waa a mulflcenior. singl^osa. randomized, douhhrtrtlftd, ^^Jffff^^^ 

medication administration. Efficacy and safety jaera l* f^J^^S^Sa^o^ 

use of study medicalton. Subjects returners to the arte 1ora lollow-wp via* twWn 7Z hours anar anawg ow« 

mad) catkin. » 

Z m X™*^L the ccmpleton o. at loa« 600 . D« ~. ^^JS&JH 

ZSCie indo*3 in an in.enwo-.reei efficacy 

who had ottkacy data wars included bi tm h«^«J*. f^^ubla^^tof^SiS^ 
por-protocDl anaVla. The table boloo flummarizss the distribution of thaao subjects by wareem gwujB 


Enrolled 
inlenMo»Tmai 


lbu200mg_ 

240 
216 
214 


Ibu 400 mg_ 


Placebo 


Total 


23a 

219 
214 


230 
214 
219 


713 

641 
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Clinical Study Repon 
Ibupraren TaOtot 200mg 
McNeil Consumer Healuicare 


Mam© of Sponsor/Company 
McNeil Consumer Healthcare 

i Name of Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Warn© at Actlv<& Ingr&dlont: 
ibuprofen 


Individual 
Referring 
Dossier 

Volume: 

Pago: 


Study 
to Par? 


Tattis 


(For National 
Authority Use 
Only) 



Male 
Fomalo 

Moan age (yra) 

h 8aca (n.%). 

A?rtca*vAmcrican 
Olhor 


42 (17.5) 
198 1825) 

38.9 


1U4.JSL 


as (i4.e) 

204 (BS.4) 
38.5 


ZOO (83,7) 
18(7-5) 


34(145) 
200 (863) 

38.2 


208 (SB.O) 
12 (S.2) 


Total 
fNg713) _ 

111 (1S.S) 
602 (&M) 

38-6 


620 (07-0) 
4S(B.3) 
48 (6.7) _ 


0ta9 „o Si . and ^2** S^rffMS^^ 1 ^" 

history o? one mHjramo headache every wo muirow w 
dofciiHating or Incapacitating. 

subjects reiumotj lo Iha investigate srtn tor a loltomip visa. 

fleferenco Itanpft *- - T^™^' ^ """"^ ~ 
consists al an oral placebo tabtol. control nurobar C-22fr€A. 

Criteria for evaluation: . BUMBete ^ 0 amartoncol a ratestea * 

Efficacy: Tha primary otffcacy ^^^^ffS^)^^^^ ^^SE 
toseHne pain Intenaity Irem sevore (3) or mod el ra<o tf) £ m * * e^im was tha psB ifBfi«»^ 

dWeronw from baseline at ^^J^^^^S^^^ows redutfri »»• 
al recurrent headaches. , 

events. - . _ — ^ 
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Name of Spons r/Company 

Individual 

Study 

Table 

(For National 

McNeil consumer Heaitncarc 

Dossier 

/Own 9^ 

Off fllSy 

A 1 ffb«A<H4fcJI 1 Iff* A Anil A 

Nam® o/ Finished Produsi: 





Motrin Migraine 

Volume: 




(Ibuprofen Tablet 200 mg) 





Nam® of Aetlv® ingredient: 





ibuprofen 






Statistical Methods: There were three palrwise comparisons of Interest tor analysis: ibuprohsn 200 mo, va. 
placebo, ibuprofen 400 mg vs. placebo, and ibuprofen 200 mg vs. ibuprofen 400 mg. Each of the atatistteaJ testa 
described below were performed for each treatment pair at the 0.05. two»tall alpha lewal. The IntenHo-traat 
analysis was the primary analysis. 

Primes MoflMcaai ^ , 

A Cochran-Manie^Haenszsl test of general association stratified by baseline level ol pain Jmenafty was used to 
matte palrwtee treatment comparisons of response tares. A three-way ANOVA (Treatment, Baaetlna Pain. 
Investigator) was used In (he analysis of pain intensity ditlerenc® (P1D) fiom baseline at two hours; pairwlae 
treatment comparisons were made using Fisher's protected LSD technique. 
Additional pain measujrea: ■ 

The percent of subjects who were pain free was analyzed with a CcchrarvMameHHaensaBf toot ©1 general 
association, stratified by Initial level ol pain intensity. PtDs at rimes other than two hours and SPID fertira 
analyzed similarly ro (he analysis ol PID at two hours. A two-way ANOVA (Treatment, Investigator) wsa used lor 
the analysis of pain relief (PR) at each time point; TOTPAR was analysed similarly. 
Associ ated symptoms; 

For subjects reponlng each symptom at baseline* differences from baseline in severity of nauaeeu photophobia, 
phonophobla, and functional! disability at each moasuremertt intervaS during tne six-hour follow-up panes fears 
anaryzod using analysis techniques idendcai to those outlined for PID above with the evsopgon tfra& tft@ bcoeflno 
severity of each Individual symptom was included in the ANOVA model in placo of baseilna headaeto pain 
intensity. The rateo of emergence of each associated symptom after baseline were anafyradl using Rsh r*s 
exact toots. Palrtsrise treatment comparisons of the percentage of subjects wfflr tha se^arify ol nausea, 
photophobia, phonophobra, and functional disability reduced \o "none* at two and sbi hours oaro. affcetfysod wtei 
CochrarvMontoi-HQQnszel tests of general association svatffit&d by baseline letasi ol each symptom The 
incidence of vomiting combined across all measurement intervals was compared using Rshefo Eaaa testa. 

PalnMse treatment comparisons fee thia overall impression of ih® stuey medication rear© m&ea ueftg tho 
emended Cochran-Mlanteh'Maenszel test with mean modified ndti scores, stratified by InrtloS taw&l ©i pmEn intensify. 
Pairwise treatment comparisons of time to recurrence ol migrairva headache wen$ performed using fho WEsx&n 
test available In the SAS° UFETEST procedure. Only subh&ets who v^ara °respon^aKf at two hs&fiffo omi hod Q 
recurrence of moderate or severe migraine wens Included In the anafysio. P&lrsriag Ireatroant ceffftpofteona of 
severity of the pain associated with the recurrent migraine headache ware analyzed us&ig a Ckn^ran-ManSQD- 
Haensaal test of general association, siraiifisd by initial levsl el pain Intensity. Only aub](xsa t^ht d recurrent 
migraine headache were incfudad In lhl& enQlydfiO. 
Painvi5un drftnmncas in the survival distributions batmen treatmema (or fhe time to fQ(£UQ wsra comf^cst^ uabtg 
the WUcovon tost available In the SAS 6 UFETEST prociedura. Rescue rates at sis houro wara onstyzsia using a 
CochrarvMantol-HaD nazal test, stralififid by initial lowdl of pain intan&fty* 

Tho two primary measures aere analyasd by baseline pain, gender, and race. In addition, tho pafBsftiaga of 
respondara nt two hours was anaryz»0 by menstrual smtua (yee/no). 
Sarterv Mooa urog; 

The trequoncy nl adverse events and frequency of withdrawal from the study were compared &etra®n tfiwatmonl 
groups with chi-squara tests. 
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Clinical Study Report 
Ibuprden Tablet 200mg 
McNeil Consumer Healthcare 


Name of Sponsor/Company 
McNeil Consumer Healthcare 

Name ot Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Name ot Active Ingredient: 
ibuprofen 


V^Md^T Study~ Table 
Referring to Part ot the Dossier 

Volume: 

Page: 


(For National Authority 
Use Only) 


Emcscy Results: Key demote and oaseHn, charge, of the intenHO-irem 

I below: _ 


Characwnciic 

Male 
Female 

Mean Age (yrc) 


Race (n.%) 
Whhn 

Alrican-Amertcan 
Other 

Batelino Pain (n,%) 
Moderate 

Severe, 


lou 200 mg 


Ibu 400 mg 


Placebo 

(N» 214) _ 


population are given 


total 

(N a 6*9) 


36(16.7) 
1B0 (83.3) 

38,8 


191 (88.4) 
14 (6,5) 
11 (S.I) 


144 (66.7) 
72(33.3) 


33 (16.1) 
186 (B4.9) 

38.5 


105 (84-S) 
15 (6.B) 
19 (8.7) 

158 (72,1) 
61 (Z7.9L 


29 (13.6) 
185 (86.4) 

33,5 


191 (89.2) 

11 (5,1) 

12 (5.6) 


152(71.0) 

62 (29_jT 
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Baseline Pain = Severe 
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Baseline Pain o Severe 
Pain 10 none ni2 houro (%) 
SPID imeen) 
TOTPAR (mean) 

Overall impression oi Medication (mean) 
Recurrence witnln 24 nours (%) 


Ibu 
200 


Ibu 

400 


49-31 
20.83 
O.tf? 
038 
0.91 
13-43 
4.17 
9.63 
1.14 
31,4 


41.10 
4657 
2821 
QjQS 
031 
1.02 
15.98 
4.01 
952 
1.14 
31.1 


Placebo 

28-95 
2057 
0^)3 
0,14 
0.85 
6.64 
2.05 
6.65 
0.66 
33.3 
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38.6 
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Name of Finished Product: 



1 Motrin Migraine 

Volume: 


(Ibuprofen Tablet 200 mg) 
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Name of Active Ingredient: 



ibuprofen 




in addition 10 these results, mere was a significant greater reduction from Msefine '*J^**^f 
rntarainB-associated svmptoms ot photophobia and functional disability in both Ibuprofen groups compared t 
^o^^ZTL^rJlrom two to sin hours alter Cosing. For P^^^Tura^JS 
SiHcTeneos were significant only for the <JOO mg ibuprofen dose relative to placebo from one to sat hours and for 
nausea, there were no differences between treatments at any time interval. 

Safety Results: Ibuprofen was well tolerated and no safety issues were identified in ^ "jgralntJiMClM 
population. Overall 34.6% of subjects reported adverse events: tho<e was iw > 1 
treatment groups. In addition, dug-related adverse events were reported by 24.7% d s udy sheets. T ™« 
no significant deference among garment groups. The most common adverse eventswem , .r >«« jgg" 
system (mainly nausea ana smiting), occurring in 30.2% ot study subjects. There was no i*"**"^ 1 ™? 
7mong reatment groups: R Is tnerefore most likely that these symptoms represenT tttt ^^SSnwS 
migraine headache attach. No serious adverse events or deaths ^ro sported. ^ ™™ ?2E?fn IhTnSS 
Iherapy due lo adverse events, w» subjects in the ibuprofen 400 mg group and one subject In Ihe placebo 
group. 

Conclusions: ibuprofen at OTC doses ot 200 mg and 400 mg Is an effective treatment lor the tem^rary 
rellei of migraine headache pain ana the associated symptoms of migraine including photophobia and functional 

disability. 

Efficacy results for subjects with severe migraine pain intensity are no! Inconsistent ^^^^S.^ 5 ' 1 " 9 
regarding OTC Ibuprofen dosing wnlch directs consumers to lake 400 mg tl pain does not respond to zoo mg. 

All secondary efficacy measures including pain rellei and pain imenaity difference showed etleeis consistent with 
the primary efficacy outcome measures. 

ibuprofen was well tolerated and no safety Issues wans identified in this migraine headache vopumjuk JJ™? 
wore no significant flitfefences between either dose of ibuprofen and placebo in the Inodence *J^ re « 
The severity and nature of adverse evontc were similar among groups. No serious advene evens or oeatrts 
were reported. 
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